T he treatment options for relapsing-remitting multiple sclerosis (RRMS), a chronic central nervous system inflammatory demyelinating disorder, have widened in the past decades. Nowadays, medications can significantly reduce the relapse rate and magnetic resonance disease activity even in patients with highly inflammatory disease courses. Among the options for non-responders to first line drugs or aggressive onset RRMS is natalizumab, a recombinant humanized monoclonal antibody against alpha-4 integrin that interferes with immune cell transmigration across the endothelial layer at the blood-brain-barrier 1 . Natalizumab may reduce annual relapse rate in 68% and disability progression in 42% compared to placebo 2 . Despite its effects in disease control, patients under treatment with natalizumab are at risk of developing progressive multifocal leukoencephalopathy (PML) caused by JC virus (JCV) reactivation, especially those with high-index serum antibody positivity, treatment courses above 24 months, and previous treatment with immunosuppressive agents 3 . Furthermore, patients submitted to long-term treatment with natalizumab discontinue the drug due to other factors such as drug intolerance, neutralizing antibodies production and unsatisfactory therapeutic response. An alternative treatment of natalizumab in this scenario is fingolimod, which also acts via immune cell trafficking, albeit via antagonism of the sphinosine-1-phosphate receptor family, resulting in lymphocyte sequestration within lymph nodes 4 . However, a washout period is thought to be necessary when switching from natalizumab to fingolimod given their potentially synergistic mechanisms, which could expose the patients to a higher risk of opportunistic infections. In this period, the patients with highly active disease remain exposed to the risk of exacerbations.
Several studies have been evaluating the adequate washout period that reduces the relapse risk without increasing prohibitively the risks of infection. Initially the recommendation was three to six months, although this time has been shortened progressively until 8 to 12 weeks 5 . In this issue of Arquivos de Neuropsiquiatria, Fragoso et al. 6 evaluated the safety and disease control of 25 JCV positive patients submitted to an even shorter washout period of 4 to 8 weeks. Favoring earlier discontinuation, Comi et al. 7 analyzed the recurrence rate of patients in fingolimod treatment that previously received natalizumab and found that the increase in disease activity followed by natalizumab suspension significantly decrease when fingolimod was initiated. Another observational survey-based study from France suggested that the washout period could be shorter than 3 months 8 .
A matter of concern is that after 4 weeks of natalizumab treatment cessation, antibody concentration in serum is still detectable 9 . Therefore, fingolimod treatment initiation after only 4 weeks would result in overlapping exposure to natalizumab and fingolimod. The immunological consequences of drug switching are still not completely understood. Klotz et al.
9 designed a study protocol that intend to evaluate the changes in immune function over time during the treatment switch (particularly in the expression of CD49d and CD62L and the migratory capacity of peripheral immune cells and anti-viral immune responses that predispose natalizumab and fingolimod to different types of virus reactivation or infection). However, it is important to keep in mind that this could represent a low risk of opportunistic infection in clinical practice, since the study conducted by Fragoso et al does not found major safety issues.
